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Amendments to the Claims : 

This listing of claims will replace all prior versions/ and 
listings, of claims in the application. 

Listing of Claims ; 

1 (currently amended) : A serine protease inhibitor of formula 
(I) : 




(I) 



wherein: 

R2 isj_ 

(i) phenyl optionally being substituted in the 3 and/or 
4 p osition by halo, nitro^ thiol; haloalkoxy, hydrazido, 
alkylhydrazido, amino, cyano, haloalkyl , alkylthio, alkenyl, 
alkynyl, acylamino, tri or difluoromethoxy / carboxy, acyloxy, 
MeSQ p - or R -] , and optionally substituted at the 6 position by 
amino, hydroxy, halo, alkyly carboxy, alkoxycarbonyl ; cyano, 
amido/ aminoalkyl, alkoxy or alkylthio; 

(ii) naphth-2-yl optionally substituted at the 6 or 7 
positi on by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazidO; alkylthio, alkenyl, alkynyl or R^j and optionally 
substituted at the 3 position by amino, hydroxy, halo, alkyl, 
carboxy , cyano, amido, aminoalkyl/ alkoxy or alkylthio; 

(iii) isoq:uinolin-7-yl , indol-5-yl, indol-6-yl/ indazol- 
5-yl, indazol-6-yl , benzothiazol-S-yl or benzisoxazol-S-yl 
optionally substituted at the 3 position by halo, haloalkoxy. 
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haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or Rjji . 

(iv) benzimidazol-S-yl or ben20thiazol-6-yl optionally 
substituted at the 2 position by amino; 

(v) thien-2-yl or thien-3-yl optionally substituted at 
the 4 or 5 position by halo, haloalkoxy, haloalkyl, 

nitro, amino, hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(vi ) 3,4 -methylenedioxyphenyl , 2 , 3 -dihydroindol - 6 -yl , 
3.3-dichloro-2-oxo-indol-6-yl or l-methyl-3-aminoindazol-5-yl ; 

(vii) benzQthiazol-2-yl, imidazo [1 , 2-a] pyrimidin-2-yl or 
tetrahydroimidazo [1 , 2 -a] pyrimidin-2 ~yl ; 

(viii) pyrazol-2-yl optionally substituted at the 5 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hy drazido, alkylthio, alkenyl, alkynyl _Qr_Rij_ 

(ix) pyrid-2-yl optionally substituted at the 5 position 
by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(x) pyrid-3-yl optionally substituted at the 6 position 
by halo, haloalkoxy, haloalkyl, cyano, nitrO; amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(xi) benzofur~2-yl optionally substituted at the 3 
position by amino, hydroxy, halo, alkyl, carboxy, cyano, 
amidOi aminoalkyl, alkoxy or alkylthio and at the 5 or 6 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino,^ 
h ydrazido, alkylthio, alkenyl, alkynyl or R -^ j ; 

(xii) indol-2-yl optionally substituted on the indole 
nitrogen atom by alkyl and optionally substituted at the 5 or 
6 position by halo, haloalkoxy, haloalkyl, cyano, nitro, 
amino, hydrazido, alkylthio, alkenyl, alkynyl or Rijj , 

(xiii) indol-6-yl substituted at the 5 position by amino, 
hydroxy, halo, alkyl, carboxy, alkoxycarbonyl, cyano, amido, 
aminoalkyl, alkoxy or alkylthio and optionally substituted at 
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the 3 position by halo, haloalkoxy, haloalkyl, cyano, nitrO/ 
amino, hydrazido, alkylthio, alkenyl^ alkynyl or R t j ; or 

(xiv) benzo [b] thiQphen-2-yl optionally substituted at the 
3 position by aminO/ hydroxy, halo, alkyl, carboxy/ cyano, 
amido, aminoalkyl, alkoxy or alkylthio and at the 5 or 6 
position by halo, haloalkoxy, haloalkyl, cyano/ nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or Rijj , 

Rt is hydrogen; hydroxy; alkoxy; alkyl; a Ikyl aminoalkyl; 

alkanoyl ; hydroxyalkyl ; alkoxyalkyl ; alkoxycarbonyl ; 
alkylaminocarbonyl ; alkylamino ; carboxyl ; carboxyme thyl ; amido 
(CONH ';>) or amidomethyl ; 

Rn j is: hydrogen; hydroxy; alkoxy; alkyl; alkanoyl; 

hydroxyalkyl ; alkoxyalkyl ; alkoxycarbonyl ; alkylamino ; 
carboxyl; carboxymethyl ; amido (CONH ^j ) or amidomethyl; 

a 5 or 6 mcmbGrod aromatio carbon ring optionally 
interrupted by a nitrogen^ ■ oxygen -- or aulphur ri - ng - atom, 
optionally being oubatitutcd in the 3 and/or 1 poaition (in 
relation to the point of attachcmcnt of X X) by halo, nitro, 
fehiol f haloalkoxy, hyd r asido , — allcylhydrazido , — amino ^ — cyano / 
teajr€» gfl - kyl, -' allcylthiOf alkonyl, al]c;^Tiyl, acylamino, tri or 
difluoromcthoxy, — carboxy, acyloxy, Mc S O^ — €>r R^, or the 
oubetitucnto at ' the 3 or 4 pooitiono taken together form a 
fuDcd ring v/hich io a 5 or G membered carbooyo - l - i - c - or 
hcteroGyQli - e — r - i - ng optionally aiibatituted by halo, — haloallcojcy, 
haloalkyl , cyano , — nitro , — amino, hydraaidO/ — allcylthio, — alkenyl^ 
a 1 kyny ■ l - K 5^a?--ft^-? — and optionally oubotitutcd in the poai r ts - i rKgft 
alpha to thO " %"X" - group — (i,c. — S poaition for a aix mcmborQd 
aromatic ring etc) by amino, hydrojcy; halo, alkyl - , ■ carboxy, 
alkoxycarbonyl, cyano, amido, aminoalkyl, alltoxy or alkylth - i - o 
with the proviso that R2 cannot be amino isoquinolyl; 

X-X is CONH; 

each X independently io a C, N, — 0 or S atom or a CO, 
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or G(R^ -^-^; 

each R j-Q . indGpcndonbly ■ rcprcocnta hydrogen or-h ^' ^roxyl , 
allcoxyr al]eyl , aminoalkyl , hydro3c?/alkyl , allcoxyal]^! , 
alltoxycarbonyl , alkylaminoca ^ bonyl , al3^o3cycarbonylamino 
aoylox^^Gthoxycarbonyl or allcylcimino Qptionally oubotitut c d by 
fey dro^r/, allcylamino, alJcoxy, oxo, ary - l - or ayaloalkyl; 

^ 10 ao defined - - Cog - R j ^, provided that io not - 

a n o ubo tdtutod aminoalkyl; 

Y (the a-atom) is a CH group; 

Cy is 2-trif luoromethylthiophenyl ; 2-dirnethylaminophenyl , 
2-ethQxycarbonylmethoxyphenyl, an optionally R ^ ^ substituted: 
phenyl, ilaphthyl or cycloalkyl group, or a phenyl group 
substituted by R^ l^ j which X -i is a bond; O, NH or CK o and 
phenyl, pyridyl or pyrimidinyl optionally substituted 
b;;^r^3a-3r o- a oaturatcd or unoaturatcd, mono or poly gyal iC; 
hoTDOcycliG -gi- e- up, optionally - siA b otitutcd by groups R g^— 

each independently is hydrogen ; hydroxyl ; alkoxy ; 

aralkyloxy; carboxyalkoxy; alkyl ; alkylaminoalkyl ; 
hydroxymethyl ; carboxy; alkoxyalkyl; alkoxycarbonyl ; 
alkyl aminocarbonyl ; aminomethyl ; CONH 2 ; CH9 CONH 9 ; (Iz. 
6C) alkanoyl amino; alkoxycarbonyl amino; amino; halo; cyano; 
nitro; thiol; alkylthio; alkyl sulphonyl ; alkyl sulphenyl ; 
alkyl sulphonamido ; alkyl aminosulphonyl ; amino sulphonyl ; 
haloalkoxy; haloalkyl; a group of the formula -C (X^)N(R^^)r1^ 
(wherein is O or 5 and R^^ and rI^ are independently 
selected from hydrogen, methyl, ethyl, or together with the 
nitrogen atom to which they are attached form a pyrrolidin-1- 
yl^ piperidin-l-yl or morpholino group; or -OCH 9 Q- which is 
bonded to two adjacent ring atoms in CyR i ^, amino, halo - . - 
cyano, nitro ; thiol, allcylthio, - alkyl culphonyl , 
alkylQulphcnyl, triasolyl, imidazolyl, tctrasolyl, hydraaido, 
alkyl imidasolyl, thiacolyl, allcylthiasolyl, alkylojcasolyl , 
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oxazolyl -; — alkyloulphonamido, allcylaminooulphonyl , 
aminooulphonyl , haloall ^ea qis haloalkyl , — a group of the formula 
-e^^-mfi^-H^ ^ (wherein iq o or S; and R- ^^-^^ 

indo - p e iide - nt - ly selected from hydrogen, mothyl or-othyl or 
together with the nitrogen atom to which they are attached 
fox^m a pyrrolidin l yl, piporidin 1 yl or morpholino group), 
^ — 9€H2.© — which io bonded to two adjacent ring atomo in Cy ; 
Xi is a bond, O, NH or CH2; 

R3i is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R^B,^ 

Rj ^ - n»nd — are aa def - i r aed — fe - r ' R^ ^^ 

L is CONH, CH 9 NHCQ, CONHCH ?^ CQNHCH ^CH-p or CON (Me ) CH ^i^ 
organic linker group containing 1 to 5 baclcbone atoms selected 
from C, — N, 0 and 0, e > r -' a - b gaa chod allcyl or cyclic - group ; and 

Lp(D)n is of the formula: 



in which: 

r is 1 or 2; 

is CH and is N; 
s, t and u are each 0 or 1; 

La and are each independently selected from a single 
bond, C=0, O and NRie/ in which Ri^ is hydrogen or (1- 
6C)alkyl; 

G is ( 1 - 6C ) alkanediyl; and 

RlO is (l-6C)alkyl; {3-6C) cycloalkyl [which is 
unsubstituted or sxibstituted by (l-6C)alkyl] ; indanyl; 
pyridyl; tetrahydropyranyl ; tetrahydrothiopyranyl ; phenyl 
{which is unsubstituted or substituted by one or two R3 groups 
[wherein R3 is hydrogen, hydroxyl, alkoxy, (l-6C)alkyl, (1- 
6C) alkylamino (1-6C) alkyl , (1-6C) alkanoyla j^feyl — (optionally 



— \ >Jb— (La)s-(G),-(Lb)u-R 

» / 




10 
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aubstitutcd by hydroxy, — alkylamino , al)eo3 gf-; — oxo; — aryl ■ or 
oycloal]r/l) , ( l - 6C ) hydroxyalkyl , carboxy , carboxy ( 1 - 
5C) alkyl hydroxyalkyl — (optionally aubatitutod by hydrojc^^, 
alkylamino, alkoxy, -© - x e , aar/l or - eycloallcyl) , alkoxyalkyl, 
alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonyl amino, 
acyloxymethoxycarbonyl , aminomethyl / aminocarbonyl / 
aminocarbonyl (1-5C) alkyla ffa r no^alkyl — (optionally substituted by 
hydroxy, alkylamino , — alkoxy, — oxo , a - cy 3: — or cycloalkyl-) -, 
methylamino, dimethylamino, ethylamino, f ormylamino, 
acetylamino alkylamino — (Qpfe - ie - nt>l - l - y — substituted by hydroxy, 
alkylamino, — alkoxy, — oxo, — aryl or cyaloalkyl) , amino, halo, 
cyano, nitro, thiol, alkylthio, alkyl sulphonyl , 
alkylsulphenyl, triazolyl, imidazolyl, tetrazolyl, hydrazido, 
alkyl imidazolyl, thiazolyl, alkyl thiazolyl, alkyl oxazolyl, 
oxazolyl , alkyl sulphonamido , alkylaminoaulphonyl , 
aminoBulphonyl, haloalkoxy, or haloalkyl]}, pyrrolinyl; or a 
group of formula: 



in which v is 1,2 or 3; one of Xq and X^j is N and the other is 
CH or N (provided that when v is 1, and X^ are not both N) ; 
and is hydrogen, (1-6C) alkyl or when is CH, hydroxy (1- 

6C) alkyl; provided that when t is 0, the sum of s and u is 1; 
when Xfo is N, La is a bond or C=0/ when is N, Lj^ is a bond 
or C=0; when X^ and X^ are both N, t is 1; and when (L^) g- 
(OfCLb^u represents an alkyl group and X^ and X^ both 
represent N, the alkyl group contains at least two chain 
carbon atoms; 

or R^o is hydrogen and s, t and u are each 0; 

or the compound of formula — — that io 1 — { [<L 
mothoxybonsoyl D,L — (2 t r i f luor omc t hyl thiophony 1 ) — 
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glyclnyl] aminomcthyl} 1 igopropylpipcridino, - 

but excluding the compound 4- [ {3-ethoxybenzoyl-D, L- 

phenylglycinyl) aminomethyl] -1- [4-chlorobenzyl] piperidine; 
or a physiologically-tolerable salt thereof. 

2 (currently amended) : A serine protease inhibitor according 

to claim 1, 

wherein: 

^ io a 5 or 6 mcmbcrGd aromatic carbon-ring optionally 
interrupted by a nitrogen, ojr/gcn or oulphur ring atomy 
optionally being oubotitutcd in the 3 and/or 4 poaition (in 
relation to the point of attachcmcnt of X x) by halo, nitro, 
thiol, hQloglkoxy, hydrazidO; alJcylhy drn irido, amino, u yau u , 
h&i^& i'kyl, alkylthio, glkcnyl, al]c]^Tiyl, acyl amino, tri or 
difluoromethojcy, carboxy, aoylo3C^y, MeGOj . — e^^-^, or the 
a^bptitucnto at the 3 or A poaition^ tal LLii i together form a 
fuaed riag which io a 5 or 6 memh o- rod carbocyoli u m 
hotorocyolic ring optionally oxibatitutcd by - halo, haloallcojcy, 
haloallcyl, cyano, nitro, amino, hydrasido, allcylthio, alkenyl, 
alk]|^Tiyl or R ^ ^, and optionally aubotituted in the pooition 
alpha to-4i - hc X X group (i.e. 6 pe - oition for a ai - x - membcrcd 
aromatic ring eto) by amino, hydroxy, halo, gllcyl, oarboxy, 
alkoxvcarbonvl , Gynnn. nmirin^ nm-^rnr^-iHryi ^ all:nr_y o r allcylt h io 
vjith the provieo that R g . cannot - be aminoigoquin i&3ry3rr 
each X indcpende - n - tly io g c, N, O or S atom or a CO, 

or C(n^ f^r 

— " each R j ^ — independently reprcGcnto hydrogen or hydrojryl, 

allcoxy, Ql)r,yi, aminoalkyl, hydrojr/allcyl, allcoxygllcyl ; 
al]co3c>^oarbonyl , alleylaminocarb o nyl , alkoxycarbonylamino / 
acyl03c>TnQtho3cycarbonyl or alkylamino optionally oubotituted-b y 
hydroxy/ al]eylamino, allcoxy, oxo, aryl or cycloallcyl, 
^ ie ac - defined for R^, provided - that io no fe 
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unDubot - itutcd aminoalkyl; 

¥ — Cthc a atom) — io a Cll - group; ' 

Cy is an optionally R -^^^ substituted: phenyl, naphthyl or 
cycloalkyl group io a DaturatQd -- (=>r unoaturatcd, — mono or poly 
cyclic, — homocyclic group optionally substituted by groups 
or phenyl optionally Qubotitutcd by Ti ^; 

each independently is hydrogen ; hydroxyl ; alkoxy ; 

alkyl ; alkylaminoalkyl ; hydroxymethyl ; carboxy ; alkoxyalkyl ; 
alkoxycarbonyl ; alkylaminocarbonyl ; aminomethyl ; CQNH 9 ; 
CH :p CQNH 2 ; (l-SC) alkanoylamino; alkoxycarbonyl amino; amino; 
halo; cyano; nitro; thiol; alkylthio; al ky 1 sul phony 1 ; 
alkyl sulphonyl ; alkyl sulphonamido ; alkylaminosulphonyl ; 
aminosulphonyl ; haloalkoxy or haloalkylfi g^-? — amino, halo, 
gyano, nitro, — thiol , alkylthio ■ alkyloulphonyl , 
alkyl aulphcnyl , triazolyl , — imidazolyl , tctrasolyl , hydrasaidO/ 
allcyl imi - d£>golyl", " fehiasolyl, allcyl thiasolyl, allcyl oxazolyl, 
OKQgolyl, — alkyl Qulphonamido , alkylamanosulphonyl , 
aminooulphonyl ; haloalkoxy or haloalkyl-; an d 

fij- ^ and R j-j - arc ao defined for R j-^ 

3i i "ig — cai"Organic - linlcor group containing 1 to 5 baolcbono 

atomo oQloGtod from C, — N7 — 0 and S, or a -branched alkyl or 
cyclic group; and 

Lp(D)ft io of tho formula: 




in wh i ch; 

r io 1 or 2; 

3 % io CH and io N; 

g, t and u arc oach 0 or 1; 
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fe ft and 1% arc each Indcpondcntly DQlGGt - od fTO m— a— &a:eg3:e 
ber ^, C=0, 0 and NR ^-e--/ — in which IL^ io hydrogen or (1 
6C)al3cyl; 

G io — (1 ■■ 6 C) alkancd - iyl ; — asd 

RlQ io (1 (=;C)al3cyl; — (3 CC) cyGlocilkyl [wh - i - <5h — L - e 
unaubotitutod or oubotitutcd by (1 CC) all syj?^ — indany - l - ; - 
pyridyl ; totrahydrop^oranyl ; tctraliydrothiopyranyl ; phcny jr 
[which io unoubotitutcd or oubotitutcd by one or two R g . groupo 
^ wherein R^ - io hydrogen, hydroxyl, al3co:;[y, alley 1 — (optionally 
Gubstitutcd by hydroxy, allcyl amino, allcoxy, oxo, aryl or 
e ^^oloall ' iyl) ; hy d^HS>3fey6i- l -j £yl — ( ■ Qpt - i - onal l y ouba - t - ituti - cd by hyd r o j^syr- 
alleyla - mino, alk egey?— e-:>6 0, ar^^l or Gyg - l r ^lkyl) , aD sea gyalkyl , 
alkoxycarbonyl , al]cylaminocarbonyl , allco^c/carbonylamino , 
acyloDcymcthoxycarbonyl, aTninoallcyl- (optionally substituted by 
hydrojcy, alleylam - i - no, alleojc^s oxo, air/l-or cyoloalkyl) , 
alkylamino (optionally qubotitutcd by hydroxy, al3c;yaamino, 
alko3cy, oxo^ aryl or cycloallcyl) , -amino, halo, cyano, nife - i - o, - 
thiol, — alky - lfeh - i r e i — arl-fey4rg a " l - phonyl , alkyoulphonyl , triazolyl , 
imidagolyl -' ; — fe - otrazolyl, — hydrasidO/ — alkyl imidaaolyl , 
^■jrazol- yl , alkyl thiasolyl, alkyl oxagolyl, OJcagolyl, 
alkylculphonamido, alkylaminooulphonyl , aminoaulphonyl , 
haloalkoxy or haloalJcyl] } , pyrrolinyl; or a group of formula: " 



.in which v io l, 3 or 3 ; one of ■ IC e-^Q^- ^ ic N and the other 
ia CH or N, provided that when v-is 1, X ^— a^^fcd-^ ^ are not - botj^ 
Mz-and - Rj^ - 6 : 0 hydrogen, — (1 6C) al3cyl or when io CH, 
hydroxy (1 ■ 6C)al3cyl; provided that V ( ?hen t io 0, the sum of— a - 




and u io 1; when X^ — i - o - N, io a bond or C « Q; when x^ io N, 
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io a bond or C'°0; whon - X^ — cea^r-j ^ arc both N, t io 1; and 
when (L^ 4-^— 4€ffe.— ^fef ^ rcprcQcnta and alkyl group and and 
both rcprcoont N, the alkyl group aontaina - at least two chain 
carbon atomo/ 

or a phyoiologically tolorablo oalt thereof . 

3 (previously presented) : A serine protease inhibitor 
according to claim 1, wherein is selected from hydrogen, 
hydroxyl, methoxy, ethoxy, methyl, ethyl, propyl, 2 -propyl, 
butyl, 2 -butyl, t -butyl, pentyl, 2-pentyl, 3-pentyl, 
isopropylaminomethyl , dimethyl amino -methyl , 

diethylarainomethyl, dimethylaminoethyl, acetyl, hydroxymethyl, 
hydroxyethyl , carboxy, carboxy {1-5C) alkyl, methoxymethyl , 
methoxycarbonyl , ethoxycarbonyl , methylaminocarbonyl , 
dimethylaminocarbonyl , aminomethyl , aminocarbonyl , 
aminocarbonyl (1-5C) alkyl, methylamino, dimethylamino, 
ethylamino, formylamino, acetylamino, amino, fluoro, chloro, 
cyano, nitro, thiol, methylthio, methyl sulphonyl, 
ethyl sulphonyl , isopropyl sulphonyl , methyl sulphonyl ,1,2,4- 
tria2ol-2-yl, 1 , 2 , 4-triazol-4-yl , 1,2, 3-tria2ol-4-yl, 1,3- 
imidazol-l-yl , 1 , 3 -imidazol-4 -yl , tetrazol-l-yl , tetrazol-5-yl , 
methyl sulphonami do , ethyl sulphonami do , propyl sulphonami do, 
methylaminosulphonyl , ethyl aminosulphonyl , 
propyl ami no sulphonyl , aminosulphonyl , 

trifluoromethoxy, trif luoromethyl and trichloromethyl . 

4 (previously presented) ; A compound according to claim i 
wherein r is 2 . 

5 (original) : A compound according to claim 1 wherein Lp{D)n 
is of the formula: 
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wherein : 

q is 1 or 2; 

Rg is hydrogen, -{CH2)c-Rc' -CHR^Rf, or -CH2-CHReRf [c is 
0, 1 or 2; wherein R^ is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro, methyl, CONH2/ SO2NH2 / 
methyl aminosulphonyl , dimethylaminosulphonyl , 

methyl sulphonyl amino, methoxy or methyl sulphonyl substituent) 
and and Rf are independently hydrogen or Ci.3alkyl; or 
CHR^Rf is (3-6C) cycloalkyl (which may bear a methyl, ethyl or 
hydroxymethyl substituent at the 3- or 4 -position, provided 
the substituent is not bonded to the CH group which is bonded 
to L) r tetrahydropyranyl , tetrahydrothiopyranyl , pyrrolidinyl 
(which may bear a l -methyl substituent) , piperidinyl (which 
may bear a 1 -methyl substituent) (provided that the 
tetrahydropyranyl, tetrahydrothiopyranyl, pyrrolidinyl and 
piperidinyl rings are not linked to the piperidin-1, 4-diyl 
group through a ring nitrogen atom or a ring carbon atom 
adjacent to a ring oxygen, sulfur or nitrogen atom) or indan- 
2-yl] . 

6 (canceled) . 

7 (original) A serine protease inhibitor according to claim 2 
wherein -L-Lp(D)j^ is of the formula: 
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o 



wherein 

q is 1 or 2 ; 

s is 0 or 1; and 

Rs is -(CH2)c-Rc' -CHReRf, or -CH2-CHReRf [wherein c is 1 
or 2; Rc is pyridyl or phenyl (which phenyl may bear a fluoro, 
chloro, methyl, CONH2, SO2NH2, methylaminosulphonyl , 
dimethylaminosulphonyl, methyl sulphonyl ami no, methoxy or 
methyl sulphonyl substituent) and and Rf are independently 
hydrogen or Ci^salkyl; or CHReRf is cyclopentyl (which may 
bear a methyl, ethyl or . hydroxymethyl substituent at the 3- or 
4-position) , cyclohexyl (which may bear a methyl, ethyl or 
hydroxymethyl substitutent at the 3- or 4-position) , 
tetrahydropyran-4-yl, tetrahydrothiopyran-4-yl , pyrrolidin-3- 
yl (which may bear a 1-methyl substituent), piperidin-4-yl 
(which may bear a l-methyl substituent), or indan-2-yl] . 

8 (previously presented) : A compound according to claim 5 
wherein q is 2 , 

9 (previously presented) : h compound according to claim 1 
wherein Lp(D)ji is selected from one of the following formulae: 
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wherein m represents 0 or 1 . 

10 (previously presented) : A compound according to claim 7 
wherein Rg is selected from: hydrogen, methyl, ethyl, prop-2- 
yl, but-2-yl, pent-3-yl, hept-4-yl, cyclopentyl, cyclohexyl, 
cyclohexylmethyl, l-methylpiperidin-4-yl, tetrahydropyran-4- 
yl, tetrahydrothiopyran-4-yl, phenyl, benzyl, pyrid-2-yl, 
pyrid-3-yl, pyrid-4-yl, pyrid-3-ylmethyl , pyrid-4-ylmethyl and 
indan-2-yl. 



11 (canceled) 
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12 (canceled) . 



13 (previously presented) : A compound according to claim 1 
wherein R2 is selected from one of the formula (A') to (H») 




(B') 




(C) 





(H') 

wherein X4 is O or S, R13 is selected from hydrogen, 
f lucre, chloro or methyl and is selected from hydrogen, 
methyl, ethyl, fluoro, chloro, and methoxy and R15 is selected 
from hydrogen, methyl, fluoro, chloro and amino. 

14 (previously presented) : A compound according to claim 1, 
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wherein R2 is 4-methoxyphenyl, 3-aTnino-4-chlorophenyl, indol- 
2-yl, 5-chloroindol-2-yl, indol-6-yl, 3-chloroindol-6-yl or 3- 
methylindol-6-yl . 

15 (canceled) • 

16 (canceled) . 

17 (canceled) ; 

18 (canceled) : 

19 (canceled) 

20 (canceled) 

21 (previously presented) : A compound according to claim 1 
wherein is selected from hydrogen, hydroxyl, methoxy, 
ethoxy , methyl , ethyl , me thylaminomethyl , dimethyl aminomethyl , 
hydroxymethyl, carboxy, methoxymethyl, methoxycarbonyl , 
ethoxycarbonyl , methylaminocarbonyl , dimethylamino-carbonyl , 
aminomethyl , CONH2 , CH2CONH2 , acetyl amino , 

me thoxycarbonyl amino , ethoxycarbonyl amino , t - 
butoxycarbonylamino, amino, fluoro, chloro, bromo, cyano, 
nitro, thiol, methylthio, methyl sulphonyl, ethylsulphonyl , 
methylsulphenyl, methyl sulphonylamido, ethyl sulphonylamido, 
methyl aminosulphonyl , ethylaminosulphonyl , ami no sulphonyl , 
trif luoromethoxy , trif luoromethyl , pyrrolidin- 1 -ylcarbonyl , 
piperidin-l-ylcarbonyl, morphol in- 1 -ylcarbonyl and -OCH2O- 
(which is bonded to two adjacent ring atoms in Cy) , 

22 (previously presented) : A compound according to claim 1 
wherein is selected from hydrogen, hydroxyl , methoxy. 
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ethoxy , methyl , ethyl , methylaminomethyl , dimethylaminomethyl ; 
hydroxyme thyl , carboxy , me t hoxymet hyl , methoxycarbonyl , 
ethoxycarbonyl / methylaminocarbonyl , dimethylaraino-carbonyl , 
aminomethyl , CONH2 / CH2CONH2 / acetylamino , 
methoxycarbonyl amino , ethoxycarbonylamino , t - 
but oxycarbonyl amino, amino, fluoro, chloro, cyanO/ nitro, 
thiol , methyl thio , methyl sulphonyl , ethylsulphonyl , 
methylsul phenyl , methylsulphonylamido, ethyl sulphonyl amido, 
methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy and Lrif luoromethyl , 

23 (previously presented) : A compound according to claim 1 
wherein Cy is 




wherein: 

Rq is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, methylthio, methylsulphinyl and 
methylsulphonyl ; 

is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, me thyl thio, methylsulphinyl , 
methylsulphonyl , carboxy, methoxycarbonyl and a group of the 
formula -C (X^)N(rII) R^^ (wherein is O or S and R^l and R^2 
are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrol idin- 1 -yl , piperidin-l-yl or morpholino group); 
R-Q is selected from hydrogen and fluoro; or 
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Rq and Rj^ or R^n fc)rm an -OCH2O- group; or 

Rq and R|^ together with the ring to which they are attached 

form a 6 meinbered aryl ring. 

24 (previously presented) : A compoimd according to claim 1 
wherein Cy is selected from phenyl, 2-chlorophenyl, 2- 
methoxyphenyl , 4-carbamoylphenyl and naphthyl, 

25 (currently amended) : A compound as claimed in any one of 
claims 1 15; 17 1 8 and 21 24 1-5, 7-10, 13-14 and 21-24 . in 
which the alpha atom in Y has the conformation that would 
result from construction from a D-a-aminoacid NH2"'CH (Cy) -COOH 
where the NH2 represents part of X-X 

26 (previously presented) : A pharmaceutical composition, which 
comprises a confound as claimed in claim 1 together with at 
least one pharmaceutically acceptable carrier or excipient . 

27 (canceled) . 

28 (canceled) . 

29 (currently amended) : A method of treatment of a human or 
non-human animal body to combat a thrombotic disorde r selected 
from venous thrombosis, pulmonairy embolism, arterial 
thrombosis, myocardial ischaemia, myocardial infarction and 
cerebral thrombosis , which comprises administering to said 
body an effective amount of a serine protease inhibitor of 
formula (I) : 



05/08 04 THLI 14:04 FAX 01625500058 



MARTIN A HAY AND CO 



®021 



Serial iJo. 10/030,188 

Reply to Office Action of Oct. 22. 2003 

- 20 - 



Rf ^X-^ ^L^ 
(I) 



^Lp(D)„ 



wherein: 

R2 is_^ 

(i) phenyl optionally being substituted in the 3 and/ or 
4 position by halO/ nitro, thiol, haloalkoxy, hydrazido, 
alkylhydrazldo, amino, cyano, haloalkyl, alkylthio, alkenyl, 
alkynyl, acylamino, tri or dif luoromethoxy; carboxy, acyloxy/ 
MeSO^- or R i , and optionally substituted at the 6 position by 
amino, hydroxy, halo, alkyl, carboxy, alkoxycarbonyl , cyano, 
amido, aminoalkyl ^ alkoxy or alkylthio,- 

(ii) naphth-2-yl optionally substituted at the 6 or 7 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyli alkynyl or Ri-j and optionally 
substituted at the 3 position by amino^ hydroxy, halo, alkyl, 
carboxy, cyano, amido, aminoalkyl^ alkoxy or alkylthio; 

(iii) .1 soquinolin-T-yl, indol-5-yl^ indol-6-yl/ indazol- 
5-yl, indazol-6-yl, benzQthiazol-6-yl or benzigoxazol-5-yl 
optionally substituted at the 3 position by halOr haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl/ 
alkynyl or R i j ; 

(iv) benzimidazQl-5-yl or benzothiazol-6-yl optionally 
substituted at the 2 position by amino; 

(v) thien-2-yl or thien-3-yl optionally substituted at 
the 4 or 5 position by halo, haloalkoxy, haloalkyl, cyano^ 
nitro, amino, hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(vi) 3, 4-methylenedioxyphenyl/ 2, 3-dihydroindol-6-yl, 

3, 3-dichloro-2-oxo-indol-6-yl or l-methyl"3-aminoindazol-5-yl ; 

(vii) ben20thiazol-2-yl, imidazo [1, 2-a] pyrimidin-2-yl or 
tetrahydroimidazo [1 , 2 -a] pyrimidin-2 -yl ; 
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(viii) pyrazol-2-yl optionally substituted at the 5 
position by halo^ haloalkoxy, haloalkyl, cyanO/ nitro, amino, 
h ydrazidO/ alkylthio, alkenyl, alkynyl or R i ; 

j^ix) pyrid-2-yl optionally substituted at the 5 position 
by halo, haloalkoxy/ haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i ; 

(x) pyrid-3-yl optionally substituted at the 6 position 
by halo, haloalkoxy, haloalkyl, cyanOr nitro^ amino, 
hydrazido, alkylthio^ alkenyl, alkynyl or R t ; 

(xi) benzofur-2-yl optionally substituted at the 3 
position by amino, hydroxy, halo, alkyl, carboxy, cyano, 
amido, aminoalkyl, alkoxy or alkylthio and at the 5 or 6 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or Rijj , 

(xii) indol-2-yl optionally substituted on the indole 
nitrogen atom by alkyl and optionally substituted at the 5 or 
6 position by halo, haloalkoxy, haloalkyl, cyano, nitro, 
amino, hydrazido, alkylthio, alkenyl, alkynyl or R i j ; 

(xiii) indol-g-yl substituted at the 5 position by amino, 
hydroxy, halo, alkyl, carboxy, alkoxycarbonyl , cyano, amido, 
aminoalkyl, alkoxy or alkylthio and optionally substituted at 
the 3 position by halo, haloalkoxy, haloalkyl, cyano, nitro, 
amino, hydrazido, alkylthio, alkenyl, alkynyl or j ; or 

(xiv) benzo [b] thiophen-2-yl optionally substituted at the 
3 position by amino, hydroxy, halo, alkyl, carboxy, cyano, 
amido, aminoalkyl, alkoxy or alkylthio and at the 5 or 6 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or R i j ; 

Ri is hydrogen; hydroxy; alkoxy; alkyl; alkylaminoalkyl ; 

alkanoyl ; hydroxyalkyl ; alkoxyalkyl ; alkoxycarbonyl ; 
alkylaminocarbonyl ; alkylamino; carboxyl; carboxymethyl amido 
(CQNH ? ) or amidomethyl; 
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Rtj^ is; hydrogen; hydroxy; alkoxy; alkyl; alkanoyl; 

hydroxyalkyl ; alkoxyalkyl ; alkoxycarbonyl ; alkylamino ; 
c arboxyl; carboxymethyl ; ami do (CONH :> ) or amidomethyl ; a 5 or (5 
mGTnbcrGd aromatic carbon ring optionally intcrruptod r- by a 
nitrogen, — oxygen or aulphur ring atom, — optionally being 
otibDtitutcd in the 3 and/or i pos -^ tlon (in relation to tha 
point of attachement of X X) by halo, nitro, thiol, 
haloalkoxy/ hydrasido, alkyl hydrazido, amino, cyano, 
haloalkyl, alkylthio, allcenyl, alkynyl, acylamino, tri or 
dif luoromcthojpy, oc a- boxy, acyloary, MeSOg . — eas^R ^, or the 
oubotituento at the 2— or 4 pooitiona taken togoth e- r-form a 
fuocd ring which ia a 5 or - 6 membcrcd carbocyclic or 
heterocyclic ring optionally aubotibutcd by halo, haloalkoxy, 
haloolkyl, oyano, nitro, amino, hydrazido, alkylthio, alkonyl, 
alkynyl or R^, and optionally oiibatituted in the pooition 
alpha to tho X X group — (i.e. 6 pooition for a oix membercd 
aromatic ring oto - ) — by amino, hydroxy, halo, alkyl, — e etrboxy, 
alleoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or all^ylthio 
with the proviso that R2 cannot be aminoisoquinolyl ; 
X-X is CONH; 

each X indepcndonbly la a C, N, 0 or S atom or a CO, CR ^y 
€4fi3^->- y Qr - NR^ group, at- J r east one X being C, CO, CR^ -eg 

e grOh - R^ independently -repreoentQ hydrogen or hydroxyl -r 
alJcojcy , allcyl , aminoalleyl , hydroxyalkyl , al]cox;y^al]cyl , 
Qlko^Q^oarbonyl , — alkyl aminooai - bonyl , — allcoxyoarbonylamino , 
aGylo^L^mciethoxycarbonyl or al]cylamino optionally oubetitutcd by 
hydroxy, — alkylamino, — alkoxy, 0x0, aryl or cyoloalkyl; 

Rj , io ao defined for R i ^, provided that R^, ia not 

unpubotitutcd - aminoaDcyl ; 

Y (the a- atom) is a CH group; 

Cy is 2 -trif luoromethylthiophenyl , 2 ~ dimethyl aminophenyl , 
2-ethoxycarbonylmethoxyphenyl, an optionally R -^a substituted: 
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phenyl, naphthyl or cycloalkyl group, or a phenyl group 
substituted by R ^-jXi in which X j is a bond, Q, NH or CH :::> and 
R3 i is phenyl, pyridyl or pyrimidinyl optionally substituted 
by R -^a io Q. oaturatcd or unaaturatcd, mono or poly cycliG; 
homoGyc - lic group, optieaally subotitutod by groupo R 3^-ea? 

each R3a independently is hydrogen; hydroxyl; alkoxy; 
aralkyloxy; carboxyalkoxy ; alkyl; alkylaminoalkyl ; 
hydroxymethyl ; carboxy; alkoxyalkyl; alkoxycarbonyl ; 
alkylaminocarbonyl; aminomethyl ; COlsrH^; CH 9 CONH 9; (1- 
6C) alkanoylamlno; alkoxycarbonyl amino; amino; halo; cyano; 
nitro; thiol; alkyl thio; alkyl sulphonyl ; alkyl sulphenyl ; 
alkyl sulphonamido ; alkyl aminosulphonyl ; aminosulphonyl ; 
haloalkoxy; haloalkyl; a group of the formula -C (X^)N(R^^)R^^ 
(wherein X^ is O or S and R^^ and R^^ are independently 
selected from hydrogen, methyl, ethyl, or together with the 
nitrogen atom to which they are attached form a pyrrol idin-1- 
yl, piperidin-l-yl or morpholino group; or -OCH 2 O- which is 
bonded to two adjacent ring atoms in Cyfi g ^/ amino, haloi 
cyano, nitro, thiol, allcylthio, alkylaulphonyl , 
alkyl oulphcnyl, tria - aolyl, imidazolyl, tctra - eolyl, hydragido^ 
alkyl imidasolyl , thiacolyl , alkyl thiazolyl , alkyl oxasolyl , 
oxasolyl , alkyl oulpho - i - hamido, alkylaminooulphonyl , 
€tfft4R<5>' Sulphonyl , haloalkojQs ha - l - G» cb3; ]cyl , a group of the formula 

(wherein x- ^ - in O or S; and R^ and R' ^-^a^ 
indctpondontly - selected from hydrogen, methyl or Qthyl-cj>g 
togothor with the nitrogen atom to v i rhich they arc attached 
fonr^ a pyrrol idi r n -- l yl, pipcridin 1 yl or morpholino group), 
— 9GH3.9 — which io bonded to two - adjacent ring atomo in Cy ; 
Xi is a bond, O, NH or CH2; 

R3i is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R3a; and 

^■3 ^ '^^'^ "g -j^j ■ "^'^ ' ^ rir^f-inori frn- "Rj^-^- 



05/08 04 THU 14:05 FAX 01625500058 



MARTIN A HAY AND CO 



121025 



serial Wo. 10/030.188 

Reply to Office Action of Oct, 22, 2003 



- 24 - 



L is CONH, CH :? 3SrHCO. CONHCH :?^ CONHCH ^CH:) or C0N(Me)CH 9aH 



organia linlcor group oontaining 1 to 5 baelcbonc - atoms -' scl - ect - ed 
from C, O and S, or a branched allcyl or cyclxQ group ; and 
Lp(D)n is of the formula: 



in which: 

r is 1 or 2; 

Xa is CH and Xt, is N; 

s, t and u are each 0 or 1; 

La and is^ are each independently selected from a single 
bond, C=0, 0 and NR^g, in which is hydrogen or (1- 

6C)alkyl; 

G is {1-6C) alkanediyl; and 

Rxo is (l-6C}alkyl; (3-6C) cycloalkyl [which is 
unsubstituLed or substituted by (1-6C) alkyl] ; indanyl; 
pyridyl ; tetrahydropyranyl ; tetrahydrothiopyranyl ; phenyl 
{which is unsubstituted or substituted by one or two R3 groups 
[wherein R3 is hydrogen, hydroxyl, alkoxy, (1-gC) alkyl, (1- 
6C)alkylamino(l-6C) alkyl, (1-6C) alkanoyl alkyl (optionally 
oubotit - H - tQd by hydro^cy, alkylamino - , allcoxy - , 03co, aryl or 
cycloallcyl) , (1-6C) hydroxyalkyl, carboxy, carboxy(l-5C) alkyl 
hydroxyalkyl (optionally oubstitutcd by hydroxy, allcylamino, 
alkoxy, oxo, aryl or oyeloalkyl) , alkoxyalkyl, alkoxycarbonyl, 
alkylaminocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl , aminomethyl , aminocarbonyl , 
aminocarbonyl (1-5C) alkyl cHninoalkyl (optionally oubatitutcd bv 
hy dr 03tr/ , — alkyl amino, — a r 3: - koxy, — 0x0, — a^yi — or cycloalkyl) , 
methylamino, dimethylamino , ethylamino, formylamino, 
acetylamino alleylamino — (optionally oubptltutcd by hydroxy s 
alkyl amino, — ai^^e-x-yT — 0x0, aryl or cyoloalkyl) , amino, halo. 



— Xa {La)s-(G)r('-b)u-R 




10 



05/08 04 THU 14:05 FAX 01625500058 



MARTIN A HAY AND CO 



@)026 



serial No. 10/030,188 

Reply to Office Action of Oct, 22, 2003 

- 25 - 

cyano, nitro, thiol, alkylthio, alky 1 sulphonyl, 
alkylsulphenyl , triazolyl , imidazolyl , tetrazolyl , hydrazido, 
alkyl imidazolyl, thiazolyl, alkyl thiazolyl, alkyl oxazolyl, 
oxazolyl , alkyl sulphonami do, alkylaminosulphonyl , 
aminosu 1 phony 1 , haloalkoxy, or haloalkyl]}, pyrrolinyl; or a 
group of formula: 




in which v is 1,2 or 3; one of and is N and the other is 
CH or N (provided that when v is 1, X^ and are not both N) ; 
and Rii is hydrogen, (1-6C) alkyl or when is CH, hydroxy (1- 
6C) alkyl; provided that when t is 0, the sum of s and u is 1/ 
when Xb is is a bond or C=0; when x^. is N, is a bond 

or C=0; when X^ and X^ are both N, t is 1; and when (La) b~ 
(G)t-{Lt>)^ represents an alkyl group and X^ and X^ both 
represent N, the alkyl group contains at least two chain 
carbon atoms; 

or Rio is hydrogen and s, t and u are each 0; 

€ » a ? "fehe compound of formula — ^ — that is 4 — { [4 
mothoxybcngoyl - D,L (2 trif luoromothylthiophcnyl) 
glycinyl] aminomcthyl) 1 iaopropylpipcridinc; - 
or a physiologically- tolerable salt thereof. 

30 (canceled) . 

31 (canceled) . 

32 (currently amended) : A compound according to Claim 1 
wherein: 

R2 is is selected from one of the formula (A') to (K'): 
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(H') 

v-^' wherein X4 is 0 or selected from hydrogen, fluoro, 

chloro or methyl and R14 is selected from hydrogen, methyl, 
ethyl, fluoro, chloro, and methoxy and R^^ is selected from 
hydrogen, methyl, fluoro, chloro and amino; 
X X rcprcocnta CONH; 

Y (the a- atom) - is CH and has the conformation that would 
result from construction from a D-a-aminoacid 
NH2-CH (Cy) -COOH where the NH2 represents part of X-X; 

Cy is 
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s 



wherein; 

Rq is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl/ methoxy, methylthio, methyl sulphinyl and 
methyl sulphonyl ; 

is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl, methoxy, methylthio, methyl sulphinyl, 
methylsulphonyl , carboxy, methoxycarbonyl and a group of the 
formula (x3)N (R^l) r12 (wherein is O or S and rH and r12 
are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrol idin-l-yl, piperidin-l-yl or morpholino group); 
and 

^Rp is selected from hydrogen and fluoro; or 

Rq and or R^i and Rp form an -OCH2O- group; or 

Ro and R^ together with the ring to which they are 

attached form a 6 membered aryl ring; 



33 (previously presented) : A compound according to Claim 32 
wherein 

R2 is 4-methoxyphenyl, 3 -amino-4-chlorophenyl , indol-2- 
yl, 5-chloroindol-2-yl, indol-6-yl, 3-chloroindol-6-yl or 3- 
methylindol-6 -yl ; 

Cy is selected from phenyl, 2-chlorophenyl, 2- 
methoxyphenyl, 4-carbamoylphenyl and naphthyl; and 



.."Cind 
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Lp{D)n is of the formula: 

■ 

wherein: 

q is 1 or 2; 

Rg is hydrogen, - {CK2) c^^Cr -CHReRf, or -CH2-CHReRf [c is 
0, 1 or 2; wherein Rq is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro, methyl; CONH2/ SO2NH2, 
methyl aminosulphonyl , dimethylaminosulphonyl , 
methyl sulphonyl amino, methoxy or methyl sulphonyl subatituent) 
and R3 and Rf are independently hydrogen or Ci»3alkyl; or 
CHRgRf is {3-6C) cycloalkyl (which may bear a methyl, ethyl or 
hydroxymethyl substituent at the 3- or 4-position, provided 
the substituent is not bonded to the CH group which is bonded 
to L) , tetrahydropyranyl , tetrahydrothiopyranyl, pyrrolidinyl 
(which may bear a 1 -methyl s^lbstituent) , piperidinyl (which 
may bear a 1 -methyl substituent) (provided that the 
tetrahydropyranyl , tetrahydrothiopyranyl, pyrrolidinyl and 
piperidinyl rings are not linked to the piperidin-1 , 4-diyl 
group through a ring nitrogen atom or a ring carbon atom 
adjacent to a ring oxygen, sulfur or nitrogen atom) or indan- 
2-yl] . 

34 (currently amended) : A compound according to Claim 2 
wherein 

R2 represents: 

(i) phenyl optionally being substituted in the 3 and/or 
4 position by fluoro, chloro, bromo, iodo, nitro, 
dif luoromethoxy, trif luorom'ethoxy, amino, cyano, 
trifluoromethyl, methyl thio, vinyl, carboxy, acetoxy, MeS02-,. 
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hydroxy, methoxy, ethoxy, methyl, methoxycarbonyl, 
methylamino, ethylamino or amido, and optionally substituted 
at the 6 position by amino, hydroxy, fluoro, methoxycarbonyl , 
cyano or aminomethyl; 

(ii) naphth-2-yl optionally substituted at the 6, 
position by hydroxy and optionally sxibstituted at the 3 
position by amino or hydroxy; 

(iii) isoquinolin-7-yl, indol-5-yl, indol-6-yl, indazol- 
5-yl, indazol-6-yl, benzothiazol-6-yl or benzisoxazol-5-yl 
optionally substituted at the 3 position by chloro, bromo, 
amino, methyl or methoxy; 

(iv) benzimidazol-S-yl or benzothia2ol-6-yl optionally 
substituted at the 2 position by amino; 

(v) thien-2-yl or thien-3-yl optionally substituted at 
the 4 or 5 position by methylthio, methyl or acetyl; 

(vi) 3,4-methylenedioxyphenyl, 2,3-dihydroindol-6-yl, 
3,3-dichloro-2-oxo-indol-6-yl or l-methyl-3-aminoindazol-5-yl ; 

(vii} benzothia2ol-2-yl, imidazo [l,2-a]pyrimidin-2-yl or 
tetrahydroimidazo [1, 2-a]pyrimidin-2-yl; 

(viii) pyrazol-2-yl substituted at the 5 position by 
methyl ; 

(ix) pyrid-2-yl optionally substituted at the 6 position 
by chloro; 

(x) pyrid-3-yl optionally substituted at the 4 position 
by chloro ; 

(xi) benzofur-2-yl optionally substituted at the 3 
position by chloro, methyl or methoxy, at the 5 or 6 position 
by methyl and at the 6 position by methoxy; 

(xii) indol-2-yl optionally substituted on the indole 
nitrogen atom by methyl and optionally substituted at the 5 or 
6 position by fluoro, chloro, bromo, methyl or methoxy; 



05/08 *04 THU 14:06 FAX 01625500058 



MARTIN A HAY AND CO 



@031 



Serial No. 10/030,188 

Reply to Office Action of Oct. 22, 2003 



- 30 - 



(xiii) indol-6-yl sxibstituted at the 5 position by 
chloro, fluoro or hydroxy and optionally substituted at the 3 
position by chloro or methyl; or 

(xiv) benzo [b] thiophen-2-yl optionally s\ibstituted at the 
3 position by fluoro, chloro or methyl, and optionally 
substituted at the 5 or 6 position by fluoro, chloro, methyl, 
hydroxy, or methoxy; 

X X-rcprcoonto CONII; 

Y (the a-atom) is CH and has the conformation that would 
result from construction from a D-a-aminoacid 
NH2'-CH(Cy) -COOH where the NH2 represents part of X-X; 

Cy io an optionally oubotitutcd phenyl - , ■ naphthyl or 
GyG3 r <=>QlJcyl group; 

R3a is selected from hydrogen, hydroxyl, methoxy, ethoxy, 
methyl , ethyl , methyl aminomethyl , dimethylaminomethyl , 
hydroxymethyl , carboxy , methoxymethyl , methoxycarbonyl , 
ethoxycarbonyl , methylaminocarbonyl , dimethyl amino -car bony 1 , 
aminomethyl , CONH2 , CH2CONH2 , acetylamino , 
methoxycarbonyl amino , ethoxycarbonyl amino , t- 
butoxycarbonylamino, amino, fluoro, chloro, cyano, nitro, 
thiol, methyl thio, methylsulphonyl, ethyl sulphonyl , 
methyl sulphenyl , methyl sulphonylami do , ethylsulphonylamido , 
methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trifluoromethoxy and trif luororaethyl; and 

-L-Lp(D)n is of the formula: 




wherein 



05/08 04 THU 14:07 FAI 01625500058 



MARTIN A HAY AND CO 



(21032 



Serial No. 10/030,188 

Reply to Office Action of Oct. 22, 2003 

- 31 - 

q is 1 or 2; 

s is 0 or 1; and 

Rg is -(CH2)c-Rc' -CHReRf, or -CH2-CHReRf [wherein c is 1 
or 2; Rc is pyridyl or phenyl (which phenyl may bear a fluoro, 
chloro, methyl, CONH2, SO2NH2/ methylaminoeulphonyl , 
dimethylaminosulphonyl, methyl sulphonyl amino, methoxy or 
methylsulphonyl siibstituent) and Rg and Rf are independently 
hydrogen or Ci.3alkyl; or CHR^^Rf is cyclopentyl (which may 
bear a methyl, ethyl or hydroxymethyl siibstituent at the 3- or 
4 -position), cyclohexyl (which may bear a methyl, ethyl or 
hydroxymethyl substitutent at the 3- or 4-position) , 
tetrahydropyran-4-ya , tetrahydrothiopyran-4-yl , pyrrolidin-3- 
yl (which may bear a 1-methyl substituent) , piperidin-4-yl 
(which may bear a 1-methyl substituent) , or indan-2-yl] . 

35 (previously presented) A compound according to Claim 34 
wherein Lp(D)n is selected from one of the following formulae: 
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wherein tn represents 0 or 1. 
36 (canceled) : 

3 7 (new) : A compound as claimed in Claim 1, in which Cy is 
selected from phenyl, 2-f luorophenyl, 2-chlorophenyl, 2- 
bromophenyl, 2 -iodophenyl , 2-methylphenyl , 2''methoxyphenyl , 2- 
ethoxyphenyl , 2-methylthiophenyl , 2-methylsulf onylphenyl , 2-t- 
buty 1 thiopheny 1 , 2 - 1 - butyl sul f ony Iphenyl , 4 - carbamoylphenyl , 
2-trif luoromethylphenyl , 2 - trif luoromethoxyphenyl , 2- 
trif luoromethylthiophenyl , 2-phenoxyphenyl , 2- benzyl oxyphenyl , 
2 -nitrophenyl , 2 -aminophenyl , 2 -acetyl aminophenyl , 2 - 
dimethylaminophenyl , 2 -hydr oxyphenyl ; 2 -ethoxycarbonyl - 
methoxyphenyl , 2 -carboxymethoxyphenyl and cyclohexyl. 



